Dear Editor:
We would like to echo and provide additional information on the review paper by Mitry et al. in Int J Colorectal Dis 2009; 24:605-621 , which examined the literature of irinotecan as palliative therapy for metastatic colorectal cancer. The conclusions of the paper are irinotecan therapy clearly improves outcome of the patients and genetic markers may provide more information about the treatment.
In our practice, irinotecan is the common second line chemotherapy used for failed first line chemotherapy treatment for colorectal cancer. However, irinotecan is not without side effects, and not every patient registers a response to irinotecan. In the literature, there is lack of study to investigate the factors at molecular level, which can predict the responsiveness of the advanced stages or recurrent colorectal cancer to the irinotecan. Thus, we would like to present our pilot data on the use of molecular makers that may help to identify the patients who can be benefited from irinotecan.
The clinicopathological features of 20 patients with advanced or recurrent colorectal adenocarcinoma who were treated by irinotecan were studied. The findings were correlated with the expression of the molecular markersp53, vascular endothelial growth factor (VEGF) and α-Bcrystallin in the colorectal cancer as detected by immunohistochemistry. These markers were chosen because they play roles in tumour apoptosis and angiogenesis.
Of the 20 patients, 5% (n=1) responded completely, 30% (n=6) partially responded, 40% (n=8) had stable disease and 25% (n=5) had progressive disease. Thus, the patients were classified as responders (responded completely or partially responded) to irinotecan treatment in 35% of patients overall (n=7). All the patients died of causes related to the colorectal cancer. Response to irinotecan significantly correlated with a longer median survival (p= 0.008, log-rank test). Median survival for non-responders being 19 months from the commencement of irinotecan till death compared to responders that had a median survival of 39 months. Survival of the patients with advanced stages colorectal cancer was only related to response to irinotecan and not to other clinicopathological factors.
The colorectal cancers were positive for p53, VEGF and α-B-crystallin in 80% (n=16), 65% (n=13) and 0%. In tumours positive for p53, 38% were responders to irinotecan, and in tumours negative for p53, 25% were responders. Also, in tumours positive for VEGF, 39% were responders to irinotecan, whereas in tumours negative for VEGF, 29% were responders. Thus, tumours positive for p53 or VEGF are more likely to be responsive to irinotecan. It supports the notion by the paper that genetic markers may provide information to predict treatment outcome with irinotecan. Nevertheless, the number of cases in this pilot study was small, and the statistical analysis failed to show unequivocal significant value.
Immunohistochemical approach at tissue level is a simple and economical way to test the roles of genetic markers in predicting cancer response to chemotherapy. Thus, in the future, a personalised approach may be applied to patients with advanced or recurrent colorectal cancer based on molecular makers. Further studies on a larger scale using markers like p53 and VEGF are needed to confirm the hypothesis. 
